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I N CORPORATED Maurice Avenue at 58 Street

. Muaspeth, New York 11378
FINAL g Telephone: TWining 4-0800

REPORT ' Cable: Foodlabs, New York
Submitted to: DHEW/Public Health Service Date  May 1, 1973

Food and Drug Administration CA-272

5600 Fishers Lane-Room 5C-13

Rockville, Maryland 20852 Laboratory No, 1573 d
Contract No. FDA 71~-260

Sample: Fine white powdered material

Marking: FDA 71-45 (Sodium silicoaluminate)
Examinatiqn Requested: Teratclogic evaluation of FDA 71-45 in mice,
Procedure: - - See Appendix I

JResults: See Tables 1 through 4 and Appendix II

Conclusion:

. On the basis of the data presented herein, the following
conclusion appears to be warranted:

"phe administration of up to 1600 mg/kg (body weight) of the test
material to pregnant mice for 10 consecutive days had no clearly dis-~
cernible effect on nidation or on maternal or fetal survival. The
number of abnormalities seen in either soft or skeletal tissues of the
test groups did not differ from the number occurring spontaneously in
the sham-treated controls."

FOOp A DRUG RESEARCH LABORATORIES, INC.

Vice President L .
This report is submitted for the exclusive use of the pergon, perinership, or cofparation to whoth jt is addressed, and neither the report
nor the name of theve Leboratories nor of any members of its staif, may be used in connection with the advertising or sale of any prodiict or
process without written authorization.

. 2.
orgare.ﬂQgeQ’ Ph.D. &
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| FOOD AND DRUG RESEA%:EJLABORATORIES, INC. -

Groups: 231 through 236 o ' Date:_March 31, 1973
‘ Table 1 ‘

Material : FDA 71-45 Laboratory No. : 1573 d
' Fate Summary

( Mice )

Group Material Dose** Total | Surviving at Term
‘ mg/kg Mated Pregnant Total Pregnantl
231 Sham 0.0 24 22 | 24 22
232 : Aspirin* 150.0 25 20 24 _ is
233 FDA 71-45 16.0 - 25 ) ‘23 25 23
234 FDA 71-45 74.3 25 : 24 25 24
235 FDA 71-45 345.0 25 21 25 S

236 FDA 71-45 1600.0 - 32 . 19 31 ’ 18

* Positive Control : 150.0 mg/kg
** Administered as a water solution (10 ml per kg of body weight)

1) Includes all dams examined at term

-

e G A 5 A e e



T:) ) e
" ' FOOD AND DRUG RESEARL::xABORATORIES, INC.
Pate: March 31, 1973

Group: 231 through 236

Average Fetus Weight, g

Table 2
Material: FDA 71-45 Reproduction Data Laboratory No.1373d
{ Mice )
Group: 231 232 233 234 235 236
bDose {mg/kg): Sham Aspirin** 16.0 74.3 345.0 ig00.0
- Pregnancies
Total No. 22 20 23 24 21 19
Died or Aborted (before Day 17 ) 0 1 v 0 0 1
To term (on Day 17 22 19 23 24 21 18
Live Litters -
Total No.* 22 19 23 24 21 18
Implant. Sites
Total No. 268 210 282 282 243 231
Average/dam* 12.2 11.1 12.3 11.8 11.6 12.8
Resorptions :
Total No.* 10 10 4 S 5 4
Dams with 1 or more sites resorbed 7 8 4 7 5 3
Dams with all sites resorbed - - - == - -
Per cent partial resorptions 31.8 42.1 17.4 29.2 23.8 16.7
Per cent complete resorptions - == - - - -
Live Fetuses
Total No. 254 129 272 265 235 222
Average/dam* 11.5 10.5 11.8 11.0 1i.2 i2.3
Sex ratio (M/F) 0.80 0.62 0.92 0.99 0.72 1.20
Dead Fetuses
Total* 4 1 6 8 3 5
Dams with 1 or more dead ‘3 1 6 5 3 5
Dams with all dead - - — -_ —_ —
Per cent partial dead 13.6 5.26 26.1 20.8 14.3 27.8
Per. cent all dead - - - - - -
0.90 0.79 0.88 0.88 0.84 .87

* Inciudes only those dams examined at term.
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FOOD AND DRIG RESEARCH LABORATORIES, INC.

Groups 23} through 236

'Léboratory No, 1573 &

. Table 3
Material FDA 71-45 _ - Date
. Summary of Skeletal F indings*
) ( Mice )

March 31, 1973

Group No. : 231 232 233 234 235 236

Findings
1600.0

Dose (mg/kg) : Sham Aspirin** ie.0 74.3 345.0

140/19 186/24 163/21 155/18

Live Fetuses Examined 175/22

1920/23
(at term) ' '

Sternebrae
Incomplete Gss.
Scrambled _
Bipartite 4/3 - 474 5/4 8/7 9/6 1/1
Fused _

Extra ‘ 1/1 1/1 2/2
Missing jo/6 35/15 13/9 30/12 24711 10/6
Other

47/19 98/19 68/20 73/23 97/19 78/17

Ribs
Incomplete o0ss,
Fused/split
o Wavy , 1/1
(’) : Less than 12 '
o More than 13 54/17
Other

36/13 54/14 36/16 25/12 36/17

Vertebrae
Incomplete oss. 3/3 11/6 2/2 2/2 3/3 3/3
Scrambled
Fused .
Extra ctrs. oss.
Scoliosis
Tail defects
Other

Skull’
Incomplete closure 3/3 22/9 3/2 /4
Missing '
Craniostosis
Otherx

Extremities :
Incomplete o0ss. 2/2 10/7 1/1 1/1 5/3 1/1
Missing
Extra .

Miscellaneous

Hyoid; missing .- 10/8
Hyoid; reduced 14/7

33/13
25/13

47/15 27/11
31/12 15/9

40/20
26/13

49/14
34/18

* Numerator=Number of fetuses affected; Dencominator=Number of litters

affected,

** Positive control: 150.0 mg/kyg



FOOD AND DRUG RESEARCH LABCRATORIES, INC,.

Groups 231 through 236 ) Date March 31, 1973
Material ¥pa 71-45 : Laboratory No. 1573 4
Table 3-a ———
Summary of Soft Tissue Abnormalities
(Mice)
Group Material Dose Level Dam Number of Description
: mg/kyg Pups

None Observed -
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F OOD AND DRUG RESEARCﬁ LABORATORIES, INC.

Groups 231 through 236 Date March 31, 1973
Table 4 ' H
Laboratory No. 15373 d

oot vy ae s * B e RS it g

Species Mice , 7
' Average Body Weights*

P P

---------------- bbb 1§ ARttt ;

Group Material Dose ;

: Level . 0 6 11 15 17%% 2

mg/kg  se-memmmemmmeo—————mo-—----o- go——mmmmmmmmmerwm——————me ;

231 Sham 0.0 29.4 32.3 35.9 . 44.4 50.1 (22) ﬁ

232 Aspirin*** - 150.0 29.2 31.7 34.0 39,0 45.3 (19) :

233  FDA 71-45 16.0 27.8 . 31.0 35.5 43.0 49.1 (23) :

234 FDA 71-45 74.3 29.2 32.3 36.9 43.6 49.7 (24) :

: |

235 FDA 71-45 345.0 30.3 32.7 36.8 41.7 51.1 (21) i
236 FDA 71-45 1600.0 _ 30.0 32.1 37.3 41.8 51.7 (18)

* (Of pregnant dams
** Number of surviving dams in parentheses (c.f. Table 1)
***% Positive control: 150.0 mg/kg

.



Appendix I

Teratology Study in Mice

Virgin adult female élbino CD-1 outbred mice were gang-
housed in disposable plastic cages in temperature énd humidity-con-
trolled quarters-with free access to food and fresh tap water. They
were mated with young adult males, and observation of the vaginal sperm
plug was considered Day 0 of gestation. Beginning on Day 6 and con-
tinuing daily through Day 15 of gestation, the females were dosed with
the indicated dosages by oral intubation; the controls were sham treated.

Body weights were recorded on Days 0, 6,11,15, and 17 of gestation.
A1l animals were observed daily for appearance and behavior with par-
ticular attention to food consumption and weight, in order to rule out
any abnormalities which may have occurred as a result -of anorexic
effects in the pregnant female animal.

On Day 17 all dams were subjected to Caesarean section under
surgical anesthesia, and the numbers of implantation sites, resorption
sites, and live and dead fetuses were recorded. The body weights of
the live pups were‘also recorded. The urogenital tract of each dam
was examined in detail for anatomical hormality. |

All fetuses were examined grossly for the presence of external
'cbngenital abnormalities. One-third of the fetuses of each litter
underwent detailed visceral examinations employing 10X magnification.
The remaining two-~thirds were cleéfed in potassium hydroxidé { KOH) ,

'stained with alizarin réd‘s dye and examined for skeletal defects,
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Grou 231 ' ) Date .
b Appendix II March 31, 1973
Material Sham Laboratory No. 1573
‘ . Reproduction Data in Mice (Individual) ;
Dose 0.0 mg/kg : i
Dam No. Fate* . Implant Fetuses Sex FResorption Average Fetus Remarks H
:

Sites Alive Dead M = F Sites Weight (g)

.8 3696 P 15 12 4 8 3 0.80°
S 3697 P 11 11 3 8 0.80 )
S 3698 P 13 13 - 3 10 0.87
S 3699 P 11 11 6 5 0.98
s 3700 P 14 14 7 7 0.79
s 3701 P 12 10 2 3 7 0.91
.§ 3702 P 1 1 1 0 0.95 :
S 3703 P 12 11 3 8 1 1.00
S 3704 P 12 Co12 3 o : 0.85 :
5 3705 NP- 0 _ ——
S 3706 P 14 13 4 9 1 " 0.90
s 3707 P g 8 1 6 2 0.93.
s 3708 P 12 ‘ 12 6 6 0.83 ;
s 3709 P 11 11 6 5 0.99
s 3710 P 12 12 6 6 0.90 '
s 3711 P 13 12 3 9 1 1.14

S 3712 P 12 12 8 4 0.87 L
s 3713 . : . ' Not Assigned i
'S 3714 NP ' ] . — |
s 3715 P 16 16 : 6 10 0.81 -
S 3716 P 13 : 13 , 8 5 0.83 :
s 3717 P 15 13 . 1 8 5 1 0.83
s 3718 P 10 ~ 110 5 5 1.04

S 3719 P 14 12 6 . b 2 0.93

s 3720 P 16 . 15 8 7 1 0.81

* P = Pregnant; NP = Not Pregnant
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FOOD AND DRUG RESEARCH LABOFRATORIES, INC.
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Group 232 | " appendix II Date_March 31, 1973
‘Material_aspirin ' ) Laboratory No. 1573
Dose 150.0 mg/kg Rgproductlon Data in Mice {(Individual) %
Dam No. Fate* Implant Fetuses Sex ‘Resorption Average Fetus Remarks ;
Sites Alive Dead M F Sites Weight (g) :
e . 2
A 3696 P 9 8 2 6 1 0.80
A 3697 P S 11 9 6 3 2 0.94
A 3698 P 12 11 . 1 1 10 0.73 .
A 3699 P 13 13 4 9 0.77
A 3700 P 9 g 2 7 0.66
A 3701 P 6 6 2 4 0.78
. A 3702 P 12 - 12 6 6 0.82
A 3703 NP 0 ———
A 3704 P 13 13 : 3 10 - 0.75
A 3705 NP. 0 ' ——
A 3706 P 11 10 3 7 1 0.70 _ _
A 3707 P 14 12 5 7 2 0.73
A 3708 P 12 11 7 4 1 0.84 :
A 3709 P 14 14 4 10 0.73 E
A 3710 P 11 11 3 8 0.86
A 3711 P 9 .9 2 7 0.57
A 3712 P 12 11 4 7 1 - 0.82
A 3713 NP ) 0 —_——
A 3714 NP 0 ‘ ——— _ ’
A 3715 P 10 9 6 3 1 0.81
A 3716 NP 0 ‘ ' ) ——
A 3717 P 13 13 ‘ 7 6 : 0.78
A 3718 P 13 13 —— Natural Birth Day 16
A 3719 P 14 13 7 6 1 0.94
A 3720 P

5 . 5 2 3 . 0.89

* P = Pregnant; NP = Not Pregnant



FOOD AND DRUG RESEARCH LABOFATORIES, INC.
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Group 233 . Appendix II Date March 31, .1973
Material FDA 71-45 : Laboratory No. 1573 4 :
Reproduction Data in Mice {Individual) :

Dose 16.0 mg/kg ) . 5
Dam No. Fate* Implant Fetuses Sex Fesorption Average Fetus Remarks i
Sites Alive Dead M F Sites Weight (g) :

0.74 ‘ o

D 3001 P 12 12 7 ‘5 ‘

D 3002 P .13 13 5 8 0.81 :

D 3003 P 14 14 8 6 0.84 :

D 3004 P 14 13 _ 1 7 6 0.83 ;

D 3005 P 11 11 ’ 4 7 0.82 :

D 3006 P 9 8 2 6 1 1.00 : ;
. D 3007 P 11 10 3 7 1 0.78 : :

D 3008 P 11 11 6 5 0.89 ;

D 3009 P 15 15 6 9 0.98 ' :

D 3010 P. 9 9 4 5 . 0.89 :

D 3011 P 15 15 8 7 0.91

D 3012 ] 1 10 1 5 5 0.84

D 3013 NP 0 — . :

D 3014 P 12 12 7 0.86 ;

D 3015 P 11 10 "1 7 3 1.04 :

D 3016 P i3 © 11 1 6 5 1 0.94

D 3017 NP 0 —_——

D 3018 P 13 12 1 6 6 0.86 .

D 3019 P 14 14 ' 6 8 0.91 '

D 3020 P 13 12 1 7 5 0.85

D 3021 P 15 15 ' 9 6 1.00

D 3022 P 13 12 4 8 1 0.88

D 3023 P 12 12 5 7 0.88

D 3024 P 10 10 5 5 0.86

D 3025 P 11 . 11 5 6 0.91

# P = Pregnant; NP = Not Pregnant
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FOOD AND DRUG RESEARCH LABORATORIES, INC.

Group 234 Appendix II Date March 31, 1973 :
“Material FpA 71-45 ) ) Laboratory No.31573 & i
Dose 74.3 mg/kg Rgproductlon Data in ‘Mice | (Individual) %
Dam No. Fate* Implant Fetuses Sex Fesorption Average Fetus Remarks é
Sites Alive Dead M F Sites Weight (g) ;
D 3031 - P 12 11 : 2 -9 1 0.80 ;
D 3032 P 11 10 1 6 4 0.89 i
D 3033 P 11 11 4 7 0.91 ¢
D 3034 P 13 13 4 9 0.97 :
D 3035 P 12 12 7 5 0.89 ¢
D 3036 P 9 8 1 3 5 0.84 :
. D 3037 P ‘14 12 ' 5 7 2 0.90 :
D 3038 P 14 13 5 8 1 0.82 §
D 3039 P 13 13 4 9 1.01 :
D 3040 2 13 9 4 4 5 ¢.86 :
D 3041 P 12 11 6 5 1 0.89 :
D 3042 P 10 10 3 7 0.73 .
D 3043 P 11 10 1 5 5 0.90 ’
D 3044 P 9 9 7 2 0.78 i
D 3045 NP 0 ' , —— : ‘ !
D 3046 P 10 .9 5 4 1 © 0.88 - :
D 3047 P 14 13 7 6 1 0.77
D 3048 P 12 10 K3 4 2 ' 0.83 ;
D 3049 P 5 5 3 2 0.95 :
D 3050 P 14 14 9 5 0.97 f
D 3051 P 12 : 12 4 8 0.80
D 3052 P 14 - 14 _ 10 4 0.96
D 3053 P 12 11 1 6 5 0.84
D 3054 P 12 12 9 3 0.97
D 3055 P 13 . 13 8 5 1.02

* p = Pregnant; NP = Not Pregnant



FOOD AND DRUG RESEARCH LABORATORIES, INC.

235 ' : Date March 31, 1973
Group Appendix II ate :

Material FDA 71-45 Laboratory No.1573 d

Dose 345.0 my/kg Rgproductlon Data in Mice (Individuall}
Dam No, Fate* Implant Fetuses Sex Fesorption Average Fetus Remarks
Sites Alive - Dead M F Sites Weight (g)

. D 3061 P 11 11 4 7 ' ' . 1.00
D 3062 P 31 9 1 5 4 1 C.80
D 3063 - P 11 ic . 5 5 1 0.81
D 3064 NP 0 . ———
D 3065 . NP o ' _ . _—
D 3066 P 0 10 4 6 0.88
D 3087 P t12 12 3 ] 0.93
D 3068 ‘P 15 15 . 6 9 0.81
D 3069 - P 12 12 5 7 0.88
D 3070 P 12 12 5 7 c.98
D 3071 P 11 10 5 5 1 o 0.95
D 3072 P 5 5 2 .3 - 0.87
D 3073 P 15 - 15 5 10 Q.81
D 3074 P 12 10 1 4 6 1 0.80
D 3075 NP 0 ' - —
D.3076 P 11 11 4 7 0.77
D 3077 P 16 16 7 9 0.77
D 3078 .p 9 9 4 5 : 0.74
D 307% P 13 12 5 7 1 0.74
D 3080 P 12 11 1 3 '8 © 7 0.83
D 3081 NP o ' —
D 3082 P 13 13 ‘ 7 6 6.86
D 3083 P 12 12 6 € 0.88
D 3084 P 10 10 6 4 0.82
D 3085 P .10 10 3 7 0.7¢

* P = Pregnant; NP .= Not Pregnant
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FOOD AND DRUG RESEARCH'LABQRATORIEs, INC.

Group 236 Appendix II - Date__ March 31, 1973
Material Fpa 71-45 ' ) Laboratory No.l573 d
_ Reproduction Data in Mice + {Individual) '
Doseae 1600.0 mg/kg )
Dam No. Fate* Implant Fetuses Sex Fesorption Average Fetus Remarks :
Sites Alive . Pead M F 8sites Weight (g] :
.D 3091 . Np 0 . : | — ;
D 3092 P 14 13 1 8 5 0.98 {
D 3093 P 13 1z . . o b "1 0.84 i
D 3094 P 11 11 10 1 0.94 :
D 3095 P 13 12 I 8 4 0.81
D 3096 P 15 ' 10 5 5 0.85
D 3097 P "14 13 1 5 8 0.93
D 3098 - P 14 14 - : b 8 0.498
D 3099 _— : ‘ : . o : Not Assigned
D 3100 NP a . ———
D 3101 E 13 11 5 6 . 2 . ~ .81
D 3102 b 14 - 14 8 1) . ' 0.84.
D 3103 NP [ N . -———
D 3104 P 13 13 7 6 0.85
D 3105 NP o _ Cm——
D 3106 P 10 10 4 6 0.88
D 3107 P 14 14 \ 6 8 0.76 : ‘
D 3108 P 13 12 1 7 5 0.85 - C
b 310% 83 15 15 5 10 0.85
D 3110 P 15 15 11 4 0.80
D 3111 NP 0 R —_—
D 3112 NP 0 ——
D 3113 NP 0. ———
D 3114 NP 0 ——
D 3115 . NP 0 ———
D 3116 NP Q ———

-Continued cn next page.

* P = Pregnant; NP = Not Pregnant



FOOD AND DRUG RESEARCH LABORATORIES, INC.

Group 236

Ma_terié.l PDA 71-45

Appendix IX

Date_March 31,1873

Laboratory

No. 1573 d

S Reproduction BRata in Mice {Individual)
Dose 1600.0 mg/kg S -
Dam No. Fate* Implant Fetuses Sex Fesorption Average Fetus Remarks
Sites Alive . Dead M F 3ites Weight (g)
éontinued.
D 3117 P 12 12 7 5 0.93
b 3118 NP O . ———
. D 3119 P 11 10 _ 8 2 1 0.94
D 3120 P 12 11 1 5 6 0.88
D 3121 - 5 5 ——— Natural Birth Day 16
D 3122 NP. 0 ——— _
D 3123 Np 0 —————

* P = Pregnant; NP = Not Pregnant

T S NPT

Lo et o Bl R






I N C O R P ORATE D

Muaurice Avenue at 58+ Street
Maspeth, New York 11378

FIN A_ L Telephone: TWining 4-0800
REPORT Cable: Foodlabs, New York
Submitted to: DHEW/Public Health Serv1ce Date May 1, 1973

Food and Drug Administration CA-272.
5600 Fishers Lane-Room 5C-13

Rockville, Maryland 20852 Laboratory No. 1574 4
) Contract No. FDA 71-260

Sample: Fine white powdered material

Marking: FDA 71-45 (Sodium silicoaluminate)

Examination Requested: Teratdlogic evaluation of FDA 71-45

in rats
Procedure: See Appendix I
@?jsults:. See Tables 1 through 4 and Apéendix 11
Conclusion:

On the basis of the data presented herein, the following
conclusion appears to be warranted:

"The administration of up to 1600 mg/kg (body weight) of the test
material to pregnant rats for 10 consecutive days had no clearly dis-
cernible effect on nidation or on maternal or fetal survival. The
number of abnormalities seen in either soft or skeletal tissues of the

test groups did not differ from the number occurring spontaneously in
the sham~treated controls."

' _ ' FOOD A DRUG RESEARCH LABORATORIES INC.

Kergeth Morgar 1{§e, Ph.D. TNy

reside
‘This report is submitted for the exclusive use of the person, partnersgp,eor corporatlon to whom it is eddressed, and neither the report
nor the name of thess Laboratories nor of any metnbers of its staff, may be used in connection with the advertising or aale of any product or
process without written authorization,




‘::> FOOD AND DRUG RESEARZZ:LABORATORIES, INC. i:’
Groups: 231 through 236 : ‘ Date: March 31, 1973
Table 1 -
Material : FDA 71-45 : Laboratory No. : 1574 4

Fate Sumnmary
{ Rats )

Group Material Iose** Total. | Surviving at Term o
' mg/kg Mated Pregnant Total Pregnantl ;

';31 Sham 6.0 25 23 25 23 %
232 Aspirin* 250.0 25. 24 ' 25 | 24 %
233 FDA 71-45 16.0 _ 28 21 | 28 21 ' %
234 FDA 71-45 74.3 24 22 - 24 22 é
235 FDA 71~-45 345.0 25 | 23 25 23 é
236 FDA 71-45 1600.0 25 _ .21 25 21

* Positive Control : 250.0 mg/kg
** Administered as a water solution (See Appendix I)

1} rncludes all dams examined at term



{:) ©* FOOD AND DRUG RESEAK ) ABORATORTES, INC. )
Group: 231 through 236 . Date: March 31, 1973
Table 2 :
Material: FDA 71-45 " Reproduction Data Laboratory No. 1574 4

{ Rats )

Group: | 231 232 , 233 234 235 ° 236 . |

Dose (mg/kg) : Sham Aspirin** 16.0 74.3 345.0  1600.0 o §

. Pregnancies , : : %
Total No. 23 24 2] 22 23 21
Died or Aborted (before Day 20) 0 0 0 0 0 0

To term (on Day 20) 23 24 21 22 23 21

Live Litters . . _ j
_ Total No.¥* . 23 21 : 21 22 23 21 !

Imglant_Sites ) , - '
Total No. 290 281 . 243 241 258 259

Average/dam* 12.6 11.7 11.6 11.0 11.2 12.3 :
Resorptions o ;
Total No.* 13 53 ‘ 2 3 6 : 5 ;

- Dams with 1 or more sites resorbed 6 ' 9 2 3 4 4 i
Dams with all sites resorbed - 3 - - - - :
Per cent partial resorptions 26.1 37.5 . 9.53 13.6 17.4 192.0 i
Per cent complete resorptions - 2.5 - - - - ;

Live Fetuses

Total No. ' 276 226 241 238 252 254 3

Average/dam* \ ©12.0 9.42 11.5 10.8 11.0 - 12.1 ;

Sex ratio (M/F) : _ 0.88 0.93 0.86 0.97 1.07 0.80 ' "
Dead Fetuses B

Total¥* . ‘ 1 2 —~— e - - ;

Dams with 1 or more dead 1 1 - - - - :

Dams with all dead : .= - - - - -

Per cent partial dead 4.35 4.17 - - - - _

Per. cent all dead - - . — [ e - - ;
Average Fetus Weight, g - 3.92 2.62 3.93 3.98 4.02 3.97 H

* Includes only those dams examined at term. : ;
** Positive Control: 250.0 mg/kg i



Groups__ 231 through 236

h)

Table 3
Material FDA 71-45

FOOD AND DR/G RESEARCH LABORATORIES, INC.

Léboratory No. 1574 4

Date Maxch 31, 1973

Summary of Skeletal F indings *

( Rats )
Group No. : - 231 232 - 233 234 235 236
FPindings :
Dose (mg/kg): Sham Aspirin¥* i6.0 74.3 345.0 1600.0
Live Fetuses Examined 190/23 159/21 170/21 165/22 175/23 178/21
(at term) :
Sternebrae
Incomplete oss. 69/15 122/20 36/15 43/16 48/16 63/1¢
Scrambled '
Bipartite 2/2 18/12 2/2 3/3
Fused 1/1
Extra :
Missing 4/3 114/20 2/2 20/7 1/1 10/4
Other
Ribs .
Incomplete oss,. 3/2 2/2
Fused/split 11/5 . _
Wavy 8/6 52/19 13/4 i3/8 22/10 23/10
t'} Less than 12
e More than 13 2/2 118/21 2/2
Other
Vertebrae
: Incomplete oss. 6/3 126/21 4/4 15/5 4/1 18/7
Scrambled
Fused
Extra ctrs. oss.
Scoliosis
Tail defects
Other
Skull’
Incomplete closure 27/12 l101/21 21/10 21/11 20/11 43/13
Missing; frontals,
parietals, interparietals 16/6
Other :
Extremities
Incomplete oss. 16/7
Missing /1
Extra
Miscellaneous
Hyoid; missing 20/12 81/19 14/7 22/12 10/7 14/10
Hyoid; reduced 19/10 15/9 25/11 l4/7 24/15 31/13

* Numerator=Number of fetuses affected;

** Positive control: 250.0 mg/kg

Denominator=Number of litters
affecteqd,
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n | FOOD AND DRUG RESEARCH LABORATORIES, INC.

Groups_ 231 through 236 | _ Date March 31, 1973

Material FDA 71-45 - Labeoratory No. 1574 4
Table 3-a I
Summary of Soft Tissue Abnormalities
{Rats)
Group Material Dose Level Dam Number of Description
mg/kg Pups
232 Aspirin* _ 250,0 A 4698 _ 7 Encephalomyelocele
‘A 4699 1 Exencephaly
A 4701 5 Encephalomyelocele
A 4703 5 Exencephaly
A 4705 1 Encephalomyelocele;
' umbilical hernia
. _ ._ A 4709 1 Encephalomyelocele;
t ; ' : : exencephaly
A 4710 3 Exencephaly;
exophthalmos
2 Encephalomyelocele;

umbilical hernia

A 4716 1 . Exencephaly

€93 * Positive Control: 250.0 mg/kg ‘ _ .
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Groups 231 through 236

F OOD AND DRUG RESEARCH LABORATORIES, INC.

Species Rats

Table 4

Average Body Weights*:

Date March 31, 1973

Laboratory No. 1574 4

W

------------------------- Day—-=~=———=————-ccm e m
Group Material Dose
Level 0 6 11 15 20%*
mg/kg =~ mmmmmsm—s———————m-—————eo- R ittt ity
231 ‘Sham 0.0 233 253 267 289 356 (23) i
i
;
232 Aspirin#*+* 250.0 233 255 265 283 329 (24) ;
| 2
233 FDA 71-45 16.0 215 238 253 275 341 (21)
234 FDA 71-45 74.3 227 248 263 282 343 (22)
235 FDA 71-45 345.0 226 245 261 281 347 (23) 5
236 FDA 71-45 1600.0 221 241 261 280 347 (21) \

* Qf pregnant dams
**  Number of surviving dams in parentheses (c.f. Table 1)

k%%  Pogitive control: 250.0 mg/kg

P VTR AN A e b L i e ek o % e e i s i



Appendix I

Teratology Study in Rats

Virgin adult female albino rats (Wistar derived stock) were

individually housed in mesh bottom cages in temperature and humidity-

controlled quarters with free acceés to food and fresh tap water.

They were mated with young adult males, and observation of the vaginal
sperm plug was considered Day 0 of gestation. Beginning on Day 6 |
and continuing daily through Day 15 of gestation, the females were
dosed with the indicated dosages by oral intubations. The controls
were sham treated with the vehicle at a level equivalent to the group
receiving the highest test dose. The teét material was prepared

and doses calculated according to the following table:

Dosage Dose ‘ Concentration
(mg/kg) (m1/kg) (mg/m1)

S 250 2 250

251 - 500 2 125 - 250
501 - 750 3 133 - 250
751 - 1000 4 187 - 250
1001 - 1250 5 200 - 250
1251 - 1500 6 208 - 250
1501 - 1600 6

.4 235 - 250

- Body weights were recorded on Days 0, 6, 11, 15, and 20 of

" gestation. All animals were observed daily for appearance and be-

havior with particular attention to food consumption and weight, in

‘order to rule out any abnormalities which may have occurred as a

result of anorexic effects in the pregnant female animal,
On Day 20 all dams were subjeéted to Caesarean section under
surgical anesthesia, and the numbers of implantation sites, resorptien

sites, and live and dead fetuses were recorded. The body weights of

‘the live pups were also recorded. The urogenital tract of each dam



was examined in detail for anatomical norma
All fetuses were examined grossly for the presence of external
-coﬁgenital abnormalities. One-third of the fetuses of each litter
underwent detailed visceral examinations employing 10X magnification.
The remaining two-thirds were cleared in potassium hydroxide (XOH),

stained with alizarin red S dye and examined for skeletal defects,



Group

>

231

Material Sham

®)

FOOD AND DRUG RESEARCH LABOFATORIES, INC.

Appendix II

Date March 31, 1973

Laboratory No. 1574

Dose 0.0 mg/kg Rgproductlon Data in Rats (Individual)

Dam No. Fate* Implant Fetuses Sex Resorption . Average Fetus Remarks
. Sites Alive Dead M F Sites Weight (g)
S 4696 P 9 9 2 T 4.35
S 4697 P 14 14 6 8 3.89
5 4698 P 11 11 5 6 4,05
S 4699 Np @ ——
S 4700 P 14 13 6 7 1 3.85
S 4701 P 12 12 4 8 3.27

.8 4702 P ‘13 13 7 6 4.20
S 4703 P 12 12 6 6 3.61
S 4704 P 14 14 5 9 3.98
S 4705 P 13 1o 7 3 3 4.67
S 4706 P 12 10 5 -5 2 4.06
S 4707 P 12 9 5 4 3 3.84
S 4708 P 14 14 8 6 3.97
S 4709 P 14 13 1 5 8 3.68
5 4710 P 15 15 ’ 6 9 3.33
S 4711 - P 14 12 4 8 2 3.60
S 4712 P 12 12 5 7 3.75
S 4713 NP 0 ———
S 4714 P 13 13 8 5 3.94
5 4715 P 14 12 6 6 2 3.95
S 4716 | 13 13 5 8 3.22
S 4717 P 12 12 7 5 4,50
S 4718 P 12 12 8 4 4.22
5 4719 P 9 9 3 4 4.08
S 4720 P 12 12 4 8 4,23

* p = Pregnant; NP = Not Pregnant




FOOD AND DRUG RESEARCH LABORATORIES, INC.

Group 232 Appendix II Date Manﬂ131f1973 :
Material_ Aspirin Laboratory No. 1574 ?
. . Reproduction Data in Rats {Individuval) 3
Dose 250.0 mg/kg . _
Dam No. Fate* Implant Fetuses Sex Fesorption Average Fetus Remarks
' Sites Alive Dead M F Sites Weight (g)
A 4696 P 14 14 2 12 : 3.10 . .
A 4697 P 11 7 1 6 4 2,23 |
A 4698 P 10 7 4 3 3 ———k ;
A 4699 P 17 17 6 11 2.55 ;
A 4700 P 9 ' - 9 —— }
A 4701 P 13 13 ' 6 7 - 2.11 :
B 4702 P ‘10 .10 .4 6 : 2.58 . :
A 4703 P 12 12 _ 10 2 2.45 :
A 4704 P’ 11 | _ ' 11 -—— :
A 4705 P 15 8 C3 4 7 2.04 :
A 4706 NP o} ———— : "
A 4707 P 12 3 0 3 9 1.61 ;
A 4708 p 5 . 5 _— :
A 4709 P 10 10 6 4 3.06 :
A 4710 P 16 14 -2 6 8 2.37 i
A 4711 P 16 .13 8 5 3 . 2.69 :
A 4712 P 5 3 1 2 2 2.26 !
A 4713 P 11 11 6 5 3.15 :
A 4714 P ’ 10 10 4 6 2.87 ;
A 4715 P 6 6 5 1 2.88 :
A 4716 P - 16 ‘ 16 9 7 2.76 :
A 4717 P 13 13 8 5 2.18 '
A 4718 P 13 13 6 7 3.36
A 4719 P 12 12 6 6 2,92 _ :
A 4720 P. 14 14 7 7 3.13 . :

* P = Pregnant; NP .= Not Pregnant
**  Not Weighed '

s e e - MR b R



FOOD AND DRUG.' RESEARCH 'LAB_O RATORIES, INC. :

Group 233  Appendix II Date Manﬂ131,;973 -
Material rpa 7]-45 o Laboratory No. 1574 d j
‘ Reproduction Data in Rats (Individual} !
Dose 16.0 mg/kg. A : _ %
i
Dam No. Fate¥* Implant Fetuses Sex Fesorption . Average Fetus Remarks §
Sites Alive . Dead M F Sites Weight (g) ;
D 4001 P 15 - 15 5 10 .  4.17 f
D 4002 P 14 14 3 11 3.98 ;
D 4003 NP .0 . _ : -—- ;
D 4004 P 13 13 6 7 3.79 :
D 4005 P 13 12 : 4 8 1 4.03 !
D 4006 NP ] o —_— :
D 4007 P 9 8 0 8 1 3.77. z
"D 4008 - P 5 5 3 2 4.19
D 4009 - P 10 10 7 3 3.83
D 4010 P 14 14 5 9 3.63
D 4011 P 3 3 2 1 4.16
D 4012 NP 0 - - ' - -——
D 4013 NP o . ' ' —_—
D 4014 NP . 0 -—
D 4015 P , 13 13 : . 6 7 ' 3.98
D 4016 NP ' -0 : : B
D 4017 P 15 15 12 3 4.02
D 4018 P 8 8 3 5 3.32
D 4019 P ’ 10 10 7 3 4,03 .
D 4020 P 10 10 4 6 3.95
D 4021 Not Assigned ;
D 4022 P : 13 ' 13 - - 4 C 4.48 . S i
D 4023 P 17 17 8 9 3.99 : :
D 4024 P 14 14 3 11 4.03 :
D 4025 NP 0 —— i
D 4026 P 14 14 8 6 3.46 . ;
D 4027 P 12 12 3 9 3.74 i
D 4028 P 10 10 6 4 4.07 : R
D 4029 P 11 11 7 4 3.89

* P = Pregnant; NP = Not Pregnant ‘ 3
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FOOD AND DRUG RESEARCH LABORATORIES, INC.

Group 234

Appendix IIX
Material FDA 71-45

{Z)

Date March 31, 1973

Laboratory No. 1574 &

Dose: 74.3 mg/kg Réproductlon Data in | Rats (Individual)
Dam No. Fate¥* Implant Fetuses Sex ‘Fesorption . Average Fetus Remarks
Sites Alive Dead M F Sites Weight (q)

.D 4031 NP 0 . ———

D 4032 P S12 - 12 5 7 4.14

D 4033 P 13 13 - 6 7 4,37

D 4034 p 11 ‘ 11 5 6 : 3.88

D 4035 P 11 10 5 5 1 . 3.41

D 4036 P 10 10 4 6. 3.92
. D 4037 . ' ' o Not Assigned
D 4038 P 9 9 5 4 3.49

D 4039 P 12 Co12 9 3 _ 3.86

D 4040 P 10 9 6 3 1l 4.24

D 4041 P 12 12 5 7 4.18

D 4042 P 8 8 3 5 3.51 .

D 4043 P 2 2 1 1 4.50

D 4044 P 11 11 7 4 3.60

D 4045 P 13 13 6 7 4,10

D 4046 P 14 ' 14 6 8 . 4.26

D 4047 P 12 . 12 5 7 3.98

D 4048 P 12 12 5 7 3.42

D 4049 P 10 10 6 4 4.40

D 4050 P 1l 10 6 4 1 3.81

D 4051 P 14 .14 8 6 4.48

D 4052 NP 0 ———

D 4053 P 12 - 12 6 6 3.86

D 4054 P g. 9 4 -5 3.99

D 4055 P 13 13 4 9 4.04

el AR A e riad h

i
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* p = Pregnant; NP = Not Pregnant
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FOOD AND DRUG RESEARCH LABORATORIES, INC.

Group 235 : Appendix II Date_ March 31; 1973
"Material_FDA 71-45 ' ‘ Laboratory No.1574 4
Reproduction Data in Rats (Individual)
Dose 345.0 nmg/kg . .
Dam No. Fate* Implant Fetuses : Sex Fesorption . Average Fetus Remarks
Sites Alive Dead M F Sites Weight (g)

D 4061 P 10 10 3 -7 4,22

D 4062 P - 12 12 4 8 3.98

D 4063 NP 0 : ' —

D 4064 P 12 12 6 6 4,02

D 4065 P 13 13 8 5 4.01

D 4066 P 13 13 7 6 3.69

D 4067 P 8- 6 3 3 .2 4.01

D 4068 P 6 6 1 5 ' 5.24

D 4069 P 8 8 2 6 4.08

D 4070 P 10 10 8 2 3.66

D 4071 P 4 4 1 3 3.76

D 4072 P 13 13 . 6 7 4.17 .

D 4073 NP o _——

D 4074 P 11 11 5 6 4.06
" D 4075 P 16 16 8 8 3.83

D 4076 P 10 10 5 5 3.45

D 4077 P 14 - 14 8 6 4.02

D 4078 P 11 11 7 4 3,92

D 4079 P 11 10 - 3 7 1 3.71

D 4080 P 11 10 7 3 1 4.22

D 4081 P 15 - 15 7 8 4.15

‘D 4082 P 13 13 9 4 3.76

D 4083 P 11 11 6 5 3,96

D 4084 P 15 15 10 5 4.41

D 4085 P 11 . 9 6 3

2 - 4.37

i il

TR . Sttt SRR 2eg 38 B0

* P = Pregnant; NP = Not FPregnant
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FOOD AND DRUG RESEARCH LABOFRATORIES, INC.

Group 236 ' ' ] Date March 31, 1973 :
_ Appendix II : :
Material FDA 71-45 Laboratory No. 1574 d :
_ Reproduction Data in Rats {Individual) ‘ :
Dose 1600.0 mg/kg T _ : :
Dam No. Fate* _ Implant Fetuses Sex Resorption Average Fetus BRemarks
Sites Alive Dead M F sites Weight (g)
D 4091 P 11 11 2 9. ’ 4.30 o . i
D 4092 P .10 9 0 9 1 4.22 o
D 4093 P 13 13 4 9 3.77
D 4094 NP 0 ——
D 4095 P 13 13 7 6 4,10
D 4096 P 11 11 4 7 3.67 :
D 4097 P T 9 9 4 5 3.95 : ]
D 4098 P 7 6 3 3 1 3.60 g
D 4029 P 1¢ 8 5 3 2 4.15 ’ :
D 4100 P. 15 15 7 8 3.92 $
D 4101 P 15 15 7 8 4.06
D 4102 P 13 - 13 5 8 3.63 :
D 4103 P 1m - 11 4 7 3.87 1
D 4104 P 12 12 4 8 4.08 i
"D 4105 P 14 14 -7 7 4.22
D 4106 P 17 17 6 11 . 3.76
D 4107 P 12 12 ) 5 7 3.62
D 4108 NP " : _ : ——
D 4109 P 11 11 6 5 : 4,02
D 4110 NP 0 : o me——
D 4111 NP 0o ' o _ -— S !
D 4112 P 14 14 ‘ 11 3 3.81
D 4113 P 16 16 10 6 4.09 :
D 4114 P 15 - 14 7 7 1 : 4.07 :
D 4115 P 0 10 | 4 6 4.37 : :

* P = Pregnant; NP = Not Pregnant

:
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areseonch Homabovatonics

I N C O RPORATE D Maurice Avenue at 584 Sireet

Maspeth, New York 11378

FINAL - Telephone: TWining 4-0800
REPORT Cable: Foodlabs, New York
Submitted to: DHEW/Public Health Service Date May 1, 1973

Food and Drug Administration CaA-272
5600 Fishers Lane-Room 5C-12
Rockville, Maryland 20852 Laboratory No. 1575 4

Contract No, FDA 71-260

Sample: Fine white powdered material

Marking: FDA 71-45 (Sodium silicoaluminate)

Examination Requested: Teratologic evaluation of FDA 71- 45 in hamsters
Procedure: See Appendix I

@?}sults:  See Tables 1 through 4 and Appendix II

Conclusion:

On the basis of the data presented herein, the following
conclusion appears to be warranted: '

:The administration of up to 1600 mg/kg {(body weight) of the test
material to pregnant hamsters for 5 consecutive days had no clearly
discernible effect on nidation or on maternal or fetal survival. The
number of abnormalities seen in either soft or skeletal tissues of the

test groups did not differ from the number occurring spontaneously in
the sham-treated controls.”

FOOD A DRUG RESEARCH LABORATORIES, INC.

t€:§ | | Kenfeth Morgaréid

ic id " 3
‘This report is submitted for the exclusive use of the peraonY partgers i’é.%rs c?&rp?r?a.:%n to m it ia addressed, and neither the report

nor the name of these Laboratories nor of any members of its ataff, may be used in connection with the advertiging or sale of any product or
" process without writlen authorization.
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Groups}

231 through 236

FOOD AND DRUG RESEAé:QELABORATORIES, INC.

Table 1

Date: March 31, 1973

A LA N 4B W 25

S L Y s

** Administered as a water solution (See Appendix I)
I)Includes"all dams examined at term

" Material : FDA 71-45 Laboratory No. : 1575 4
Fate Summary
{Hamsters )
Group Material Dose ** Total Surviving at Term
mg/kg Mated Pregnant Total Pregnantl

231 Sham 0.0 23 22 23 22

232 Aspirin* 250.0 24 20 24 20
233 FDA 71-45 16.0 24 22 24 22
234 FDA 71-45 74.3 24 22 24 22
235 FDA 71-45 345.0 24 : 22 24 . 22
236 FDA 71-45 1600.0 .23 22 23 22
* Positive Control : 250.0 mg/kg

AN S S a3



Y . FOOD AND DRUG RESEARﬁleABORATORIES, INC. ' i:)

Group:_ 23] through 236 _ s Date: March 31, 1973

Table 2
Material: FDA 71-45 " Reproduction Data : Laboratory No.1575d

{ Hamsters )

Live Fetuses

Group: | 231 232 , 233 234 235 236
Dose (mg/kg) : . Sham Aspirinp** 16.0 74.3 345.0  1600.0
- Pregnancies
Total No. 22 20 ' 22 22 22 22 }
Died or Aborted (before Day 14) 0 0 : 0 0 o 0 !
To term (on Day 14) 22 20 22 22 22 22 |
Live Litters . ﬁ
Total No.* : 22 20 22 22 21 22 :
Implant Sites : §
Total No. 278 254 300 291 286 285 :
Average/dam* 12.6 12.7 13.6 13.2 13.0 13.0 f
Resorptions }
Total No.* _ - 4 ' 7 17 5 14 13 ;
Dams with 1 or more sites resorbed 3 ' 4 6 5 5 7 4
Dams with all sites resorbed - - -— - 1 - ;
Per cent partial resorptions 13.6 '20.0 27.3 22.7 22.7 31.8 ;
Per cent complete resorptions -~ -- ‘ - - 4.55 - :
Total No. | 273 246 283 284 27 269 ;
Average/dam* : ©12.4 12.3 - 12.9 12.9 12,3 - 12.2 :
Sex ratio (M/F) . 0.99 0.95 0.87 0.89 0.79 0.86
Dead Fetuses : B
Total* 1 1 - 2 1 3
Dams with 1 or more dead 1 1 ~-- 2 1 2
Dams with all dead : © - - : - - — -
Per cent partial dead 4.55 5.00 - 9,09 4.55 9.09
Per cent all dead - - - - - -
Average Fetus Weight, g - 1.83 1.81 1.87 1.81 - 1.81 1.80

* Includes only those dams examined at term. i
** Positive Control: 250.0 mg/kg N [



FOOD AND DRJG RESEARRCH LABORATORIES, INC.

o ' Groups 231 through 236 Laboratory No. 1575 4
s ' Table 3 ) '
Materialppa 71-45 : Date_ March 31, 1973
s Summary of Skeletal F indings*

{ Hamsters )}

Group No. : 231 232 233 234 235 - 236
Findings .
bose (mg/kg): Sham Aspirin*# 16.0 74.3 345.0 1600.0
Live Fetuses Examined 191/22 169/20 199/22 197/22 188/21 187/22
(at term) ‘
Sternebrae
Incomplete oss, 68/20 97/20 66/15 56/19 68/20 69/18
Scrambled L
Bipartite 23/17 29/14 16/10 24/14 14/10 17/11
Fused
Extra 2/1 2/2 5/2 8/6 17/6 5/4
Missing 12/9 20/11 19/7 8/6 19/7
Othexr .
Ribs
Incomplete o0ss.
Fused/split 1/1 1/1
. Wavy .
tw} : Less than 12 :
More than 13 66/20 47/17 54/18 72/18 72/20 61/19
Other

Vertebrae
Incomplete oss. 4/4 : 2/1 1/1 1/1 11/3
Scrambled
Fused ;
Extra ctrs. oss.
Scoliosis i/1
Tail defects
Other

Skull’
Incomplete closure 1/1
Missing
Craniostosis
Other

Extremities ‘ - _
Incomplete oss. 3/2 1/1 2/2 1/1 5/3 8/2
Missing 1/1
Extra

" Miscellaneous

Hyoid; missing 1/1 1/1 1/1 3/2
p Hyoid;: reduced . 7/3 1/1 o 6/4 2/2 6/4 4/3
{_ , : Rt. Scapula Between Ribs 1/1

* Numerator=Number of fetuses affected; Denominator=Number of litters

.y . aff .
** pPositive control : ected
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FOOD AND DRUG RESEARCH LABORATORIES, INC.

Groups 231 through 236 ' - Date_March 31, 1973
M i - b . 5
aterial Fpp 71-45 Table 3-a Laboratory No. 1575 4
Summary of Soft Tissue Abnormalities
(Hamsters)
Group Material Dose Level Dam Number of Description
mg/kg - Pups
236 FDA 71-45 1600.0 D 5112 1 Meningoencephalocele
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F OOD AND DRUG RESEARCH LABORATORIES, INC.

Groups_ 231 through 236 Date March 31, 1973
Table 4 '
Species Hamsters : . : : Laboratory No.1l575 &

Average Body Weights*

_ S e e e e e e e e Day-==-==—=---=—-—-m e — e
Group Material Dose
. . Level . 0 6 8 10 14**

mg/kg = mmsseemm—essemcesee—sceeemn- s R Stinbabath bbbt bl b b

231 . Sham 0.0 115.1 119.4 123.0 134.1 157.4 (22)
232 Agpirin** 250.0 113.1 116.5 120.2 131.7 151.2 (20)
233 FDA 71-45 16.0 . 109.0 ' 113.1 - 117.5 128.4 156.4 (22)
234 FDA 71-45 74.3 110.5 116.7 120.1 130.6 154.0 (22)
235 ' FDA 71-45 345.0 105.6 11C.4 115.5 127.1 147.3 (22)
236 FDA 71~45 1600.0 l‘ 106.8 111.4 115.4 "125.9 148.1 (22}

* ©Of pregnant dams _
*%  Number of surviving dams in parentheses (c.f. Table 1)

*** Ppositive control: 250.0 mg/kg

B Ve g i MR £ %, 2B e, e L A 1 B P KT B e e M e e
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Appendix I

Teratology Study in Hamsters

Virgin adult female golden hamsters from én outbred strain
were individually housed in mesh bottom cages in temperature and
ﬁumidity controlled quarters with free access to food and fresh tap
water at all times. Thgy were mated (1 to 1) with mature males and
the appearance of motile sperm in the vaginal smear was considered
as Day 0 of gestation. Beginning on Day 6 and continuing daily
through Day.lo of gestation, the indicated dose levels of the test
material were administered by oral intﬁbation. The éontrols were
sham treated with the vehicle at a level equivalent to the group
receiving the highest test dose. The test material was prepared

and doses calculated according to the follow1ng table;

Dosage Dose Concentration
(mg/kg) - (ml/kg) (mg/ml)

S 250 1 £ 250

251 - 500 2 125 - 250
501 - 750 3 133 - 250
751 - 1000 4 187 - 250
1001 - 1250 5 200 - 250
1251 - 1500 6 208 ~ 250
1501 - 1600 6.4 235 - 250

Body weights were recorded on Days ¢, 8, 10, and 14 of the
gestation period. All animals were observed daily for appearance
and behavior with particular attention to food consumptlon in order
to better recognize any abnormalities resulting from anorexic effects
in the pregnant animal.

On Day 14, all animals were subjected to Caesarian section

under deep anesthesia and the numbers of implantation sites, resorpticn



o

Sites, live and dead fetuses were recorded. All live pups were
weighed and the genital tract of each dam was examined for any
anatomical abnormalities. |

All fetuses were examined grossly for the presence of external
congenital defects and one-third of each litter underwent detailed
visceral examination under 10X magnification. The remaining two-
thirds of the pups were cleared in potassium hydroxide, stained
ﬁith alizarinlred dye, and examined for the presence of skeletal

abnormalities.



FOOD AND DRUG RESEARCH LABORATORIES, INC.

Group 231 ‘ ) Date March 31; 1973 'j
Appendix IX : :
"Material Sham Laboratory No. 1575 - j
Reproduction Data in Hamsters (Individual)
Dose 0.0 mg/kg . :
%
Dam No. Fate* ' Inplant Fetuses Sex fesorption . Average Fetus Remarks §
Sites Alive Dead M F Sites Weight (g) ’
S 5696 P 13 13 5 '8 - 1.63 ;
S 5697 P 11 11 4 7 1.7¢ :
S 5698 P 11 11 4 7 1.92 ' '
S 5699 P 14 14 5 9 1.75 ;
S 5700 P 10 9 5 4 1 : 1.93
s 5701 P J1z2 12 6 15 2.00
- 8 5702 P 16 16 9 7 1.91
S 5703 P 12 12 5 7 1.91
S 5704 P 19 19 7 12 1.53
S 5705 P 11 11 8 3 1.7¢9 -
S 5706 P 16 | 16 11 5 1.70 ’ .
S 5707 P 10 10 4 6 1.78 - _ . ’
s 5708 ‘ Not Assigned
S 5709 ' NP 0 _ ] : —_—
S 5710 4 14 13 .9 - 4 1 o 1.94
5 5711 P 13 13 6 .7 1.95
S 5712 P 15 13 8 5 2 1.90 ;
S 5713 P 10 10 3 7 1.59 ;
S 5714 P 14 14 7 7 1.86 ]
S 5715 P 11 11 6 5 1.83 )
S 5716 P 9 9 4 5 1.89 o ;
" 8 5717 P 8 8 5 3 2.08 §
- 8 5718 P 15 15 9 6 l1.81 ;
S 5719 P 6 7 1.81 i

14 13 1

* P = Pregnant; NP = Not Pregnant

R AT



FOOD AND DRUG RESEARCH LABORATORIES, INC.

Group 232 : Appendix II Date March 31, - 1973

Material Aspirin o Laboratory No._ 1575

bose 250.0 ma/kg R.eproduct:.on Data in Hamsters | (Individual)

Dam No. Fate* Implant Fetuses Sex Fesorption Average Fetus Remarks |
: Sites Alive Dead M F Sites Weight (g) ;
A 5696 P 14 14 8 6 1.69 ;
A 5697 P L 12 12 4 8 1.51
A 5698 P 13 12- 4 8 1 1.86
A 5699 P 13 13 4 9 1.92
A 5700 NP 0 T , ——— -
A 5701 P 11 9 - 5 4 2 1.82 ' :

. A 5702 P 113 - 13 8 5 1.80° :
A 5703 P 14 14 6 8 1.76 : ;
A 5704 P 13 13 8 5 1.73 S 3
A 5705 P 12 12 6 6 1.77 o
A 5706 P 12 12 7 5 1.97 S ' :
A 5707 P 13 13 8 5 1.55. !
A 5708 NP 0o - -— ‘ ;
A 5709 - P 11 11 4 7 1.81
A 5710 P 13 13 . 8 5 2.03 ;
A 5711 P 12 a1 1 4 7 1.94 :
A 5712 P 12 12 5 7 1.56 o _ H
A 5713 NP 0 —— :
A 5714 WP o ' -——- : | i
A 5715 P 16 15 9 6 1 1.91 : :
A 5716 P 13 . 10 6 4 3 1.95 o :
A 5717 P 13 13 7 6 1.77 :
A 5718 P 12 12 6 6 1.92 :
A 5719 P 12 12 3 9 ;

l.84 L

i ke d

* P = Pregnant; NP = Not Pregnant
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FOOD AND DRUG RESEARCH LABOFATORIES, INC.

2.11

Group 233 Appendix II . Date March 31, _1973
Material FDA 71-45 Laboratory No. 1575 4
, Reproduction Data in Hamsters {Individual)
Dose 16.0 mg/kg .
Dam No. Fate¥* Implant Fetuses Sex PResorption . Average Fetus Remarks :
Sites Alive Dead M F sites Weight (g) ;

D 5001 P 13 13 5 ‘8 -1.80 ° i
D 5002 P - 15 3 1 2 12 1.84 :
D 5003 P 16 16 - 5 11 1.95 :
D 5004 P 13 13 3 10 2.02 ;
D 5005 P 15 15 8 7 1.97 !
D 5006 P 13 13 7 6 1.61 :
- D 5007 P 13 - 13 8 5 . 1.67° ‘
D 5008 P 15 14 5 9 1 1.55 i
D 5009 P 14 14 -7 7 : 1.57 .
D 5010 P 13 12 5 7 1 ‘1.79 :
D 5011 P 14 14 8 6 1.70 i
D 5012 P 17 17 10 7 1.62. i
D 5013 P 1 11 3 8 1.97 i
'D 5014 - P 11 1 4 7 2.06 :
D 5015 P 10 10 6 4 2.07 ;
D 5016 P 16 16 10 6 1.75 ;
D 5017 P 13 13 5 8 2.11 . i
D 5018 NP 0 | e !
D 5019 P 13 13 6 7 2,17 ;
D 5020 2 17 16 7 9 1 1.72 :
D 5021 P 12 -1 6 5 1 2.13 |
D 5022 P 13 12 , 6 6 1 1.95 i
.D 5023 NP 0 : -—- ]
D 5024 P 7 6 ' ;

13 13

* P = Pregnant; NP = Not Pregnant




Group

234

‘Material FDA 71-45

FOOD AND DRUG RESEARCH LABORATORIES, INC.

Appendix II

Date March 31, 1973

Laboratory No. 15754

_ Reproduction Data in Hamsters {Individual}
Dose 74.3 mg/kg }
Dam No. Fate* Implant Fetuses Sex Resorption . Average Fetus BRemarks
Sites Alive Dead M F Sites Weight (g)
D 5031 P 17 17 4 13 C1.92
D 5032 NP 0 —_—
D 5033 P 9 9. 3 6 1.89
D 5034 P 11 11 4 7 1.94
D 5035 P 12 11 1 6 5 1.90
D 5036 P 14 14 8 6 1.78

. D 5037 P ‘16 - le 6 10 1.83°
D 5038 P 17 17 9 8 1.81
D 5039 P 14 14 - 6 8 1.71
D 5040 P 10 10 7. 3 1.60
D 5041 P 15 15 9 6 1.73
D 5042 P 15 15 7 -8 1.67 .
D 5043 NP 0 ———

- D 5044 P 12 11 5 6 1 1.81
D 5045 P 13 12 8 4 1 1.68
D 5046 P 15 14 7 7 1 1.79
D 5047 P 12 12 9 3 1.85
D 5048 P 13 13 6 7 2.00
D 5049 - P 15 14 1 4 10 1.75
D 5050 P 13 12 5 7 1 1.84
D 5051 P 8 7 3 4 1 1.82

. D 5052 P 13 13 5 8 1.82
D 5053 P 13- 13 6 7 1.92
D 5054 P 14 14 7 7 1.83

* P = Pregnant; NP = Not Pregnant




FOOD AND DRUG RESEARCH LABORATORIES, INC.

Grou 235 ‘ ' Date Ma 31, 1973
P Appendix II ate March 31, .
Material ppa 71-45 Labeoratory No.1l575 4
‘ Reproduction Data in Hamsters {Individual)
Dose 345.0 mg/kg . P . . |
Dam No. Fate¥* Implant Fetuses Sex Resorption . Average Fetus Remarks E
Sites Alive Dead M F Sites Weight (g) 7

.D 5061 - NP 0 : - ' ' —— -
D 5062 P . 13 13 4 9 1.75 ' L
D 5063 P 10 _ . 10 ——— : -
D 5064 P 15 15 8 : 1.81 - ;
D 5065 P 13 13 6 7 1.97 ;
D 5066 P 13 - 13 7 6 1.95

. D 5067 NP G ' m———

D 5068 P 10 10 4 6 1.97

D 5069 P 8 7 4 3 1 1.74 ;
D 5070 P 13 - 13 8 5 1.96

D 5071 P 15 15 6 9 1.91 :
D 5072 P 17 17 7 10 1.69. 3
D 5073 P 12 12 7 5 1.41 3
D 5074 P 12 12 5 7 1.74

D 5075 P 10 10 5 .5 1.69

D 5076 P 14 14 7 7. 1.79 :
D 5077 P 11 10 1 5 5 1.87 ' _ .
D 5078 P 11 11 2 9 1.90 |
D 5079 ‘P 14 13 5 8 1 . 1.7 : ' i
D 5080 P 16 16 7 ‘9 1.73 , i
D 5081 P 14 : 13 3 10 1 1.98 C -
D 5082 P 16 16 7 9 1.73 :
D 5083 P 11 11 5 6 1.82 ;
D 5084 P 18 17 9 8 1 1.80 ' i

et Mk e

* P = Pregnant; NP = Not Pregnant . ' ' . 1y




FOOD AND DRUG RESEARCH LABORATORIES, INC.

Group 236 Date March 31, 1973

Appendix IX
" Material_ FpAa 7]1-45

Laboratory No .1575 d

5113

Dose 1600.0 mg/kg R-ep.roduction Data in Hamsters (Individual)
Dam No. Fate* ~ Implant Fetuses Sex ‘Resorption Average Fetus Remarks
Sites Alive Dead M F sites ' Wweight (g)

D 5091 P 13 12 3 -9 1 1.91
D 5092 P S 12 12 5 7 1.94
D 5093 P 13 13 4 9 2.09
D 5094 P 13 13 5 8 2.10
D 5095 P 15 15 5 0 1.87
D 5096 P 14 13 1 5 8 0.80

- D 5097 P 13 - 13 8 5 1.87
D 5098 P 13 13 8 5 1.75
D 5099 P 16 16 8 8 1.76
D 5100 P 15 15 7 8 1.68
D 5101 P 13 12 6 6 1 1.84
D 5102 P 13 12 7 5 1 2.00
D 5103 P 9 9 5 4 1.79
D 5104 NP 0 ———
D 5105 P .14 14 5 .9 1.78
D 5106 P 14 14 9 5 1.65
D 5107 P 11 11 6 5 1.89
D 5108 P 18 16 7 9 2 1.58
D 5109 P 11 9 5 4 2 1.88
D 5110 P 11 8 2 ‘6 3 1.53
D 5111 P 14 14 o 6 8 2.00
D 5112 P 8 3 2 1 2 3 1.78
D P 12 12 7 5 ' 2.03

TGS B N o WA Tl B v a0 it vt
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* P = Pregnant; NP = Not Pregnant
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RUG

LAQQFIATQH'EB. INC. WAVEALY DIvISION
B T  REPORT . | Wevarsy, New York 14802
‘Submitted to: DHEW/Public Health Service Date September 5, 1973

Food and Drug Administration CA-272

5600 Fishers Lane-Room 5C-13 y :

Rockville, Maryland 20852 Laboratory No. 1576 d
T , Contract No, FDA 71-260

sampleg ~_ Fine white powdered material

.-lhrkingg_ | 'FDA 71-45 (Sodiﬁm silicoaluminate)

 Examination Requested: Teratologic evaluation of FDA 71-45 in rabbits

Procedure: _ (See Appendix 1)

;
% ~ _ | B
: @sults: See Tables 1 through 4 and Appendix II

Conclusion:

_ On the basis of the data presented herein, the following
conclusion appears to be warranted: .

"The administration of up to 1600.0 mg/kg (body weight) of the test
material to pregnant rabbits for 13 consecutive days had no clearly dis-
‘cernible effect on nidation or on maternal or fetal survival, The

~ number of abnormalities seen in either soft or skeletal tissues of the

test groups did not differ from the number occurring spontaneously in
" the sham~treated controls." : ' _
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'j) ' FOOD AND DRUG RESEAI:) LABORATORIBS, INC.

Group ;__ 23] th;ggqh 236
Material : FDA_71-45

Reproduction Data

Table 2

Date: ___Aug_uat 1. 1973

Laboratory No. 1 1576 A

32.2

SH iy &t i

( Rabbits )
Group : 231 232 233 238 235 236
bse {(mg/kg): Sham 6=RAN#** 16.0 74.3 345.0 1600.0
. Pregnancies 7 ‘ : s
Total No. 10 12 11 13 - 14 : 16
ed or Aborted (before TImy  29) "] 2 o o 4 1
To term (on Day 29) 10 10 11 13 10 .15
. Corpora Lutea _
Total No. _ ' 99 108 111 141 101 184
Average/dam mated 9,00 10.8 11.1 11.8 10.1 " 12.3 :
Live Litters : : o R !
Total No.* 10 8 10 12 8 13 !
Implant Sites i ' _; '§
Total No. 82 87 105 o132 79 153
Average/dam¥* 8.20 8.70 . 9,55 10.2 - 7,90 10.2
'Resorptxons : - o S
Total No.* 14 28 21 24 19 33
Dams with 1 or more sites resorbed s y] 10 -9 : & 10
Dams with all sites resorbed — 2 1 1 1 : 2
Per cent partial resorptions 50.0 70.0 1 90.9 69.2 60.0 66.7
Per cent complete resorptions - 20.0 9,09 7.69 - 10.0 13.3
Live Fetuses
Total No. 68 55 80 . 103 - 60 108
Average/dam¥* 6.80 5.50 7.27 7.92 6.00 7. 20
Sex ratio (M/F) 0.74 0.77 0.95 0.82 0.76 .12
Dead Fetuses
Total No.* - 4 4 5 - 12
Dams with 1 or more dead - 3 2 2 - 5
Per cent partial dead - 30.0 18.2 15.4 2 - 33.3
Per cent all dead - - - - - -
Average Fetus Weight, g 37.5 37.6 34.6 . .39.7 - 34.5

* Includes only those dams examined at term,

** ppsitive Control: 2 5 mg/kg of B-ammonicotmamide dosed on Day 9

§
H
H
i
1



FOOD AND DRJG RESEARCH LABORATORIES, INC;

: (ﬁ%' : ' rable 3

Groups 231 through 236 Laboratory No. . 1576 &
. Material. FDA 71-45 ' - Date August 3, 1973
i e o Summary of Skeletal Findings*
‘ S C _ ~( -Rabbits )
Group No. : 231 232 233 234 235 236
b ) Pindings _ '
I ' . Dose (mg/kg) Sham 6-AN** 16.0 74.3 345.0 1600.0

Live P etuses Examined .. 68/10 55/8 - 80/1C¢  103/12 60/9 - 1'07[13a
(at term) : ‘ : ' . '

' Sternebrae

Incomplete oss. - 4/3 3/3 7/5 - 5/4 - 3/1
. . Scrambled . . . :
" Bipartite o o .
FPused - b V2 SR ¥s 1 /1 - 3/1 1/1
Extra _ 2/2 ' 2/2 3/
e Ce Missing 1/1 6/3 14/7 12/5 7/5 8/2
| c Other - : . . .
Ribs

Incomplete oss. _ : .

Fused/split = - 7/3

Wavy ‘ . ‘ S L .
Less than 12 . e S : 2/2

More than. 13 - ‘ C ' :
Other .

Vertebrae

- o Incomplete oss. ' . _ /1
Scrambled : 7/4 ‘ -

Fused

! _ Extra ctrs. oss, : E o C

< Scoliosis =~ 3/2 10/5 2/2 7/3 1/1 1/1

. Tail defects : : _ 35/6 '

Cther .

Skull .
3 Incomplete closure 4/1
! Missing ' '
" Craniostosis

Other

Extremities-
Incomplete oss.
Missing
Extra

1/1

Miscellaneous

* Numerator=Numher'of fetuses affected; Denominator=Number of litters

. affected.
** Positive control: 2.5 mg/kg of G-mnonicotmamxde dosed on Day 9.

2 One fetus lost in processing -



_Groups__23] through 236

' Material FDA 71-45

Tabl-e 3=a

POOD AND DRUG RESEARCH LABORATORIES, INC.

" Date Ayqust 3, 1973

Laboratory No. 1576 d

Summary of Soft Tissue Abnormalities

(Rabbits)
. Group Material Dose Level Dam Nunber of Description
: : : ng/kg : Pups
‘ ’
232 6-AN** 2.5 Z 6372 3 ‘Anopia; club foot
2 ' Meningoencephalocele;
anopia ' -
5 Anopia
2 6377 2 Anopia; cleft palate
Z 6383 a ' Anopia
% 6386 9 ‘Anopia; club foot
1 Anopia; club 'fo.ot;
; umbilical hernia
. Z 6387 1 Anopia; medial rotation
of hind limbs; harelip
i 233 FDA 71-45 16.0 D 6015 1l _Encephalocele: anopia
% 1 Encephalocele; cleft palate
; B '3 Encephalocele
‘ 1 Anopia
L Cleft palate
236 FDA 71-45 1600.0 D 6087 2 Anopia

* Positive chtr'c'cl :

2.5 mg/kg Of 6-aminonicotinamide dosed-on Day 9



F OOD AND DRUG RESEARCH LABORATORIES, INC.

Groups__ 231 through 236 - Date_ august 3, 1973 -

§ o . Table 4 | |

Species Rabbits ‘ ' - .Laboratory No. 1576 4

' Average Body Weights* ' :

: . eessececcccsssescSoes—s————— Day-— -+ ==eesmeesmer e —-

Group - ‘Material Dose ' -

: : ' Level 0 6 12 18 29

% mg/kq N -------t-—ﬂ--—q—-q— ------- k- g------i— ------ - e N S W e _j

. 231 . sham 0.0 ~ 3.47  3.56° 3.63 3.73 3.88 (10)

§ 232 G-AN##* 2.5 . 3,33 3.42 - 3.45 3.60 3.61 (10)

- 233 FDA 7145 . 16.0 - 3.02 3.2 3.31 - 3.51 3.59 (11)
234 FDA 71-45 74.3 3.08  3.32 3.03 3.90  3.55 (13)
235 FDA 71-45 345.0 3,01 3.20 3.25 3.34 ~3.53 (10) .
236 ~ FDA 71-45 1600.0 3.03 3.19 3.24 3.27 3.47 (15)

* Of pregnant dams ' _ :
#% Number of surviving dams in parentheses (c.f. Table 1)
*** pogitive control: 2.5 mg/kg of 6-aminonicotinamide dosed on Day 9

i .
b o imr n s s U et A o S, g e mim it i e el e 5 - % B % f Lt i E . g4t oy i el e o i WA e




Appendlx T

Teratology Study in Rabblts - - e

-

-virgin. adult, Dutch—belted female rabbits were individually

" housed in mesh bottom cages in temperature and humidity-controlled

quarters with free access to food and fresh tap water., On Day 0,

each doe was given an injection of 0.4 ml of human chorionic gonado-

tropin (400 IU) via the marginal ear vein. Three hours later, each

.doe was inseminéted artificially with 0.3 ml of diluted semen from

a proven donor buck uszng approximately 20 x - 106 motile sperm accord-

ing to the procedure descrlbed by vogin et al (Pharmacologlst 11

282 (1969)). Beglnnlng on Day 6 and continuing daily through Day 18
the females were dosed with the indicated dosages by oral intubation.
Thedcontrols were sham treated with the vehicle at.a level equivalent
ﬁo the group receiving the highest test doée. The test materiall

was prepared and doses calculated according to the follow1ng table:

Dosage Dose ' Concentratlon
(mg/kq) (ml/kg) (mg/ml)

S 250 1 ~ Z 250
251 - 500 2 125 - 250
501 - 750 3 133 - 250
751 - 1000 4 187 - 250
1001 - 1250 5 200 - 250
1251 -~ 1500 6 208 - 250
1501 - 1600 6.4 - 235 - 250

Body ﬁeights were recorded on Days 0, 6, 12, 18, and 29 of
-geétation. ‘All animals were observed daily for appeafance and be-

havior, with particular attention to food consumption and body weight

" in order to rule out any abnormalities which may have occurresd as

a result of anorekic effects in the pregnant female animal.
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On Day 29 all does were subjected to Caesarean section under
surglcal anesthe51a, and the numbers of corpora lutea, 1mplantatlon
sites, resorptlon sites and live and dead fetuses were recorded.
Body weights of the live'pups were also recorded. The urogenital

tract of each animal was examined in detail for normality. 1In

addition all fetuses underwent a detailed gross examination for

the presence of external congenital abnormalities. The live fetuses

of each litter were then placed in an incubator for 24 hours for

- the evgluatidn of neonatal survival, All surviving pups were

sacrificed, and all pups examined for visceral abnormalities (by
dissection). All fetuses were then cleared in potassium hydroxide
(KOH), stained with alizarin red S dye and examined for skeletal

defects,



- S  FOOD AND DRUG RESEARCH LABOFRATORIES, INC. o |
Group 231 . : : p | o | o . .
' _ . _ _ Appendix II o Date August 3, 1973

Material gham 2 dustion Data i : _ ~ Laboratory No._ 1576
: epro ion : —_—
Dose 0.0 ma/kg production Data in Rabbits - (Individual) )
Dam No. Fate* Corpora Implant Petuses Sex _Iésorption- nveragé Fetus Remarks
: Lutea sites Alive Dead M P Sites " Weight (g) ' '
56371 P 8 7 7 1 6 41.3 | ' -
§ 6372 P 1 7 7 3 4 37.9 " Four Neonatal Deaths
s 6373 B 8 3 3 2 1 42.9 : o oo
s 6374 P 11 11 11 5 6 - . 34.4
S 6375. - P 10 ' 10 9 3 6 1 30.8
§ 6376 P L7 4 4 2 2 371
s 6377 - P 10 7 5 2 3 2 32,9
S 6378 NP -t 0 : - - _ G e - _ ;
S 6379 - 10 10 7 -3 4 3 41.1 < SR 3
S 6380 P 12 12 8 - 4 4 4 . 7.3
S 6381 P 12 1. 7 . 4 .3 -4 39.r 7 SRR
3 :
‘ ?
* P om Pregnant; NP = Not Pregnant | - 1 , - s IR

** Not Recorded R T . o,
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FOOD AND DRUG RESEARCH LABOFATORIES, INC. : S
Group _ .232 | Rppend:lx 11 . ' | _ Date_ Auggst 3: 1973
Material 6-AN - ' , S o Laborntor No.
" bose _ i Reproduction Data in = Rabbits (Individual) Y M—_
Dam No. Fate* Corpora - Implant Fetuses _ Sex JResorption: ‘Average Fetus Remarks
: Lutea Sites Alive pead M F Sites Weight (g) e
2. 6371 - P L 11 - e ——— Died nay 16 g
Z 6372 P 14 12 10 5 5 2 T32.4 . Seven Neonatal Deaths
Z 6373 P 8 8 : ' 8 - . —— ;
Z 6374 P 8 : 8 : ' -8 —— S . ‘ S
% 6375 . NP i 0 - S , _ B ———
7 6376 NP [tk 0 _ o - —
z 6377 P 18 11 2 2 e AT L R A .- . 25.3
% 6378 NP W 0 ‘ ' o S | m—— '
%z 6379 P - - - : -— e e " Aborted Day 14
Z 6380 NP - 0 8 s : - _— :
Z 6381 NP i 0 L - mmm— o e
Z 6382 P 11 10 - 8 1 3. 5 1 S 34,4  Eight Neonatal Deaths:
Z 6383 P T - 3 3 o 2 1 ' ‘ ’ - 29.3 . . e
Z 6386 P 16 12 10 1l 3 7 1 - 36,9 . Ten Neonatal Deaths .
Z 6387 P 10 9 9 4 5 27.7 Two Neonatal Deaths
Z 6388 - P 8 8 8 - 5 3 32.5 : :
Z 6389 NP -t 0 ' g —— , : :
Z 6390 P 7 6 5 1T 4 1 39.3 Two Neonatal Deaths
P

* p = Pregnant; NP = Not Pregnant o : _

** Not Recorded . ’ : _ ' o : .



Group__ 233

FOOD AND DRUG RESEARCH LABOFATORIES, INC. N "

Material FDA 71-45

| ate  August 3, 1973
Appendix II Date_  TWOuft %

_I_.aboratory' No, 1576 4 -

_ . : Reproduction Data in Rabbits ~ {Individual)

Dose 16,0 ma/kg . : : - ‘ _ .

Dam No. Fate*. Corpora Implant - Fetuses Sex _Fesorption- -Average Petus Remarks
: Lutea ‘Sites Alive Dead M P sites Weight (g) o
D 600L° P 12 11 9 ' 1 8 2 _ o 40.1 . One Neonatal Death . :
D 6002 P 9. B 7 _ 3 4. 1 o - 35.0 : L

- D 6003 NP e 0 . . o [ —

D 6004 NP ——tk 0 o ' R R mm— ' T -
D 6005 - P 11 11 - 10 7 3 1 ' 38.8 ' One Neonatal Death
D 6008 P 11 10 9 _ 7 2 1 34.9 Two Neonatal Deaths.
D 6009 = P 12 10- 8 B 4 4 1 6.0 . _ ==
D 6010 NP -k ] . - B - B I
D 6011 NP & - =W o o o - ——— _
D 6012 P 9 7 | _ - 4 3 o © 42,0 ot
D 6013 P 13 12 . _ 3 T R : ——— S
D 6014 .NP -tk _ 0. . . L . ) : . _ . e L ) ‘;
D 6015 P etk 10 ) - 3 5 2 . 26.9 - Eight Neonatal Deaths
D 6018 P 10 '8 7 o 2 5 Y T 414 o - o o
D 6019 P 13 - 12 10 - s .5 "< 2 .. . 3871 _ - Three Neonatal Deaths:
D 6020 NP . _— o ‘ o : ' : —— o : o
D 6081 P 11 6 5 o 3 2 .1 42,0

* p = Pregnant; NP = Not Pregnant

** Not Recorded
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. ¥OOD AND DRUG RESEARCH LABORATORIES, INC. ' o P~
| G_rc?upi_ 234_ Appendix IT ' S o Date August 3, 1973 _
Material FpA_71-45 - . . Laboratory No. 1576 4
Dose 74.3 my/kg ‘Reproduction Pata in Rabbitg (I_ndivi_dual) _ = .
Dam No. Fate* Corpora Implant Fetuses _ Sex  Resorption. Average Fetus Remarks '- A
Lutea . Sites Alive Dead M P Sites - Weight (g)
- D 6022 P R 14 8 -1 5 4 -5 32,0 One Neonatal Death .
D 6023 P 13 12 8 4 3. 5 - C29.9 ' o
D 6024 P 10 - 10 . _ B o 10 0 ewe-
D 6025 P 9 8 8 : : 5 3 : ' : 32,7
D 6027 P. 12 10 10. 5 5 37.3 : .
D 6028 P 11 ' 10 9 3 6 - 1 -+ 38.8 Two Neonatal Deaths.
D 5029 P 11 _ 10 9 4 5. 1 . 37.6 One Neonatal Death
D 6030 P 15 11 11 . 5 6 : ' : 31.6 ' '
D 6031 - NP ——tw .0 ' _ : o I ———
‘D 6032 P 17 12 11 7 4 1 o 30.6
D 6033 ' P 8 7 6 . 27 4 1 . 40.9
D 6034 NP e L 0 o o ' ' L e o ' _
D 6035 P 14 10 8 4 4 -2 B 8.4 One Neonatal Death
D 6036 P 11 oon 9 1 8 T2 _ . 37.7 T : :
D 6037 P 10 -7 6 3 3. S 27.4 Two Neonatal Deaths .
i
* P = Pregnant; NP = Not Pregnant _ o .
%* Not Recorded . : : ‘ _ o



FOOD AND DRUG RESEARCH LABORATORIES, INC.

Group___ 235 _ . Appendix 11 . . ~ bate  Bugust 3, 1973
Material Fpp 71-45 ' S : Laboratory No._1576 4
, : Reproduction Data in Rabbits (Individual) , :
Dose 345,0 mg/kg - : . - :
Dam No, Fate®* Corpora Implant Fetuses Sex Resorption- = Average Fetus Remarks’
~ Lutea Sites - Alive Dead M F Sites . Weight (g) .
D 6041 . P "10 9 6 5 1l 3 36.8
D 6042 P B 8 7 3 4 1 41.9
D 6043 3 13 9 - — - 9 —— .
D 6044 P -tk 10 - 10 _ -— Died Day 19
D 6045 P 8 8 8 3 5 ' . S “41.3 : B
D 6046 P 11 8 8 5 3 : , . 36.6 Seven Neonatal Deaths
D 6047 P. - - - — - ‘ C m— Aborted bay 17 B
D 6048 P kel 8 - — -— o | me— Pied Day 11
D 6049 P 8 6 2 0 2 4 ' 47.9 ~ _One Neonatal Death
D 6051 P 14 5 4 1l 3 1 ~© 35.6. - One Neonatal Death =
D 6052 NP R 0 - : —— - : S
D 6053 P - - T e L R _ ———— " Aborted Day 16 i
D 6054 P 10 : 9 .8 3 5 1 o 39.7 Two Neonatal Deaths
D 6055 P 11 10 10 4 6 ' 35.3 Five Neonatal Deaths
D 6056 P ' 7 2 5 42.0 oo : '

* p = Pregnant; NP = Not Pregnant ‘ . ‘
*%  Not Recorded . : - ' ‘ . . .
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| FOOD AND DRUG RESEARCH LABORATORIES, INC.
Group 236 ' | '

_ . . Appendix II
Material PpA 71-45

Date__August 3, 1973
Laboratory Neo. 1576 &

. Reproduction Data in Rabbits (Individual)
Dose _1600.0 mq/kq : . - ' :
Dam No. Fate* Corpora  Implant _  Fetuses : Sex Fesorption- Average Fetus Remarks
Lutea Sites Alive Dead M P Sites Weight (g) o
D 6063 . NP ——t% 0 ——
D 6064 NP -tk 0 —
D 6065 NP - 0 | ——
D 6067 NP ——th 0 c— .o SR
D 6068 . P 12 6 4 1 3 2 38.3  Two Neonatal Deaths .
D 6071 P 10 8 8 -2 41.1 A :
D 6072 - P. - - ey - -— : : m—— " Aborted Day 25 3
D6073 P 13 10 9 1 6 3 R 37.8 ‘o
‘D 6074 P 12 11 10 5 5 1 39.4 One Neonatal Death ]

D 6075 P 10 - 9 7 5 2 2 : - 37.8 Three Neonatal Deaths |
D 6076 P 11 10 10 5 5 30.5 - : .
D 6077 NP e 0 —— : g i
D 6078 ~ P - 15 14 10 o 6 4 -4 : 36.0° Three Neonatal Deaths:
D 6079 NP S L 0 _ . ' A _ e . SRS
D 6080 P 10 9 5 3 2 k] 1l 33.7 One NHeonatal Death
D 6087 P 17 15 6 9 - : S B

'D 6088 P 13 9 _ 9 Y m—— 1
D 6089 P 11 - 8 ‘6 2 4 2 39.4 : n
D 60690 P 10 10 9 3 6 1l 28.1 Three Neconatal Deaths
D 6091 - P 10 - 8 8 5 3 - 32,0 - _
D 6092 P 15 12 9 1 5 4 2. 26.5 Two Neonatal Deaths
D 6093 P 15 14 13 1 6 7 . , 27.7 Three Neonatal Deaths

. D 6094 NP -t 0 ‘ _ - - —— . .

* P w Pregnant; NP = Not Pregnant
** Not Recorded . S

P T



